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DETAILED ACTION 

Response to Amendments/Arguments 

Applicant's amendments and arguments filed July 14, 2008 are acknowledged and have 
been fully considered. Any rejection and/or objection not specifically addressed below in 
original or modified form is herein withdrawn. 

It is noted that Applicant's amendments to the claims were not fully compliant, as claim 
29 was amended without showing the changes. Specifically, steps (a) - (c) were changed to (b)- 
(d) without indicating the change. In the interest of compact prosecution, the amendment has 
been accepted as compliant, however this does not relieve Applicant of properly amending the 
claims in the future. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12 : 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 17 and 25-33 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it pertains, 
or with which it is most nearly connected, to make and/or use the invention. 

The factors to be considered in determining whether a disclosure meets the enablement 
requirements of 35 U.S.C. 1 12, first paragraph, have been described in In re Wands, 858 F.2d 
731, 8 USPQ2d 1400 (Fed. Cir., 1988). The court in Wands states, "Enablement is not precluded 
by the necessity for some experimentation, such as routine screening. However, experimentation 
needed to practice the invention must not be undue experimentation. The key word is 'undue', 
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not 'experimentation'" (Wands, 8 USPQ2sd 1404). Clearly, enablement of a claimed invention 
cannot be predicated on the basis of quantity of experimentation required to make or use the 
invention. "Whether undue experimentation is needed is not a single, simple factual 
determination, but rather is a conclusion reached by weighing many factual considerations" 
(Wands, 8 USPQ2d 1404). Among these factors are: (1) the nature of the invention; (2) the 
breadth of the claims; (3) the state of the prior art; (4) the predictability or unpredictability of the 
art; (5) the relative skill of those in the art; (6) the amount of direction or guidance presented; (7) 
the presence or absence of working examples; and (8) the quantity of experimentation necessary. 
While all of these factors are considered, a sufficient amount for a prima facie case is discussed 
below. 

( 1 ) The nature of the invention and (2) the breadth of the claims : 

The claims are drawn to treating (a) viral infections, (b) bacterial infections, (c) 
inflammatory diseases or (d) a tumor comprising administering Granzyme B. Thus, the claims 
taken together with the specification imply one could treat any viral or bacterial infection, 
inflammatory disease or tumor via administration of granzyme B. 

(3) The state of the prior art, (4 ) the predictability or unpredictability of the art and (5) the 
relative skill of those in the art : 

The art recognizes that granzyme B is an endogenous protein and recognizes the 
apoptotic properties of granzyme B in the presence of perforin (e.g. Shi, et al. J. Exp. Med. 
(1997) 185(5), pages 855-866; IDS 10/12/07). The art additionally recognizes that granzyme B 
"enters cells without perforin and the addition of perforin had little effect on cytoplasmic levels 
of GraB in YAC-1 or HeLa cells." (Shi, page 864). Further, Shi teaches that GraB injected 
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directly into the cytoplasm of B16 melanoma cells "induced transient plasma membrane 
blebbing and nuclear coarsening but the cells did not become frankly apoptotic unless perforin 
was added." (Summary, page 855). 

Further, Trapani (Trapani and Sutton. Curr. Opin. Immunol. (2003) 15, pages 533-543) 
provides that soluble granzymes (A and B) are found in serum and synovial fluid during acute 
exacerbations of RA and has been found in the acute phases of EBV and HIV infections and in 
Gram negative septicemia (page 540). Trapani further states, "Although there is no doubt that 
perforin plays a key role in the immune surveillance of cancer in several strains of mice, the 
contribution of granzyme A and B to protection against cancer is less clear." (page 540). 
Additionally, the NK-sensitive tumor cell like RMA-S required perforin, "but neither granzyme 
A or B. Conflicting results, however, have recently been reported by Simon and colleagues, who 
used a very similar in vivo tumor model. The reason for this discrepancy requires clarification 
and is currently under investigation." (page 540). Further, "The role of granzyme B and PI-9 in 
human malignancy is even more controversial. Although it has been shown previous that ectopic 
PI-9 expression in tumor cell lines can protect against purified granzyme B and perforin, and 
intact CLs in vitro, we urge extreme caution when extrapolating these findings to human 
disease." (page 540). 

In Applicant's remarks in response to the anticipatory rejection, Applicant contends that 
they have "proceeded contrary to the accepted wisdom in the art." (Page 7). Applicant asserts 
that "the accepted wisdom in the art, as evidenced by Trouet I and II, is that granzyme B in it's 
mature form cannot be taken up by cells." (page 7). 
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(6) The amount of direction or guidance presented and (7) the presence or absence of working 
examples : 

In relation to the claims, the specification provides an in vitro example of granzyme B 
inducing apoptosis in a single colon cancer cell line (example 4 of 5), however the specification 
fails to provide guidance as to how one would extrapolate the teaching to treating any viral or 
bacterial infection, inflammatory disease or tumor via administration of granzyme, particularly in 
view of the art cautioning against "extrapolating these findings to human disease." Additionally, 
the specification fails to provide any nexus between the in vitro colon cell line experiment and 
the myriad of conditions embraced by the claims, e.g. HIV, and fails to provide guidance as to 
how one would extrapolate the in vitro results to treating the myriad of other conditions, e.g. 
HIV. 

Further, the specification fails to provide guidance as to how one would overcome the art 
recognition that granzyme B enters cells in the absence of perforin , that is alone (as instantly 
claimed), yet does not induce apoptosis until perforin in administered. Thus, the specification 
fails to provide sufficient guidance as to how one would induce apoptosis in the absence of an 
essential cofactor, such as perforin. 
(8) The quantity of experimentation necessary : 

Considering the state of the art as discussed by the references above, particularly with 
regards to granzyme B entering the cells in the absence of perforin and not inducing apoptosis, 
and the high unpredictability in the art as evidenced therein, and the lack of guidance provided in 
the specification, one of ordinary skill in the art would be burdened with undue experimentation 
to practice the invention commensurate in the scope of the claims. 
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Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ANDREW D. KOSAR whose telephone number is (571)272- 
0913. The examiner can normally be reached on Monday - Friday 08:00 - 16:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia J. Tsang can be reached on (571)272-0562. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Andrew D Kosar/ 

Primary Examiner, Art Unit 1654 



